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Clomiphene Beats Metformin for PCOS Infertility

BY KATE JOHNSON

Montreal Bureau

NEw ORLEANS — Infertile women
with polycystic ovary syndrome are three
times more likely to become pregnant
when treated with clomiphene citrate than
they are when treated with metformin
alone, according to a new study that is pre-
dicted to change clinical practice.

“Clomiphene remains the gold standard,
and metformin, the newcomer, has been
dethroned,” lead investigator Dr. Richard
S. Legro said in an interview, adding that
the results refuted his hypothesis that im-
proving insulin sensitivity with metformin
would have a more significant impact than
clomiphene on fertility. “T will take the hit
for being wrong in this hypothesis. ... Met-
formin was abysmal in terms of its cumu-
lative pregnancy rate.”

The study was a prize paper candidate
at the annual meeting of the American So-
ciety for Reproductive Medicine, where
the results were called “stunning” by ses-

‘Clomiphene
remains the gold
standard, and
metformin, the
newcomer, has
been dethroned.’
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sion moderator Dr. Robert N. Taylor of
Emory University, Atlanta. “This is the
first time anyone has compared Clomid
and metformin head to head,” comment-
ed Dr. William Buckett of McGill Univer-
sity, Montreal. “It will definitely change
clinical practice because currently met-
formin is the drug of choice for treating
this population,” he said in an interview.

The multicenter trial, conducted by the
Reproductive Medicine Network and fund-
ed by the National Institutes of Health, in-
cluded 626 infertile women with polycys-
tic ovary syndrome (PCOS) who were
randomized to either metformin extended
release (2,000 mg/day), clomiphene citrate
(50-150 mg/day for 5 days per cycle), or a
combination of both, for six cycles.

The primary outcome was live birth,
which was achieved in 22.5% of the
clomiphene arm, compared with 7.2% of
the metformin arm, a statistically signifi-
cant difference. The live birth rate was
even higher in the combined
clomiphene/metformin arm (26.8%),
compared with the clomiphene-only arm,
but this difference was not statistically sig-
nificant, said Dr. Legro of the Pennsylva-
nia State University, Hershey.

“These findings are vitally important be-
cause people have been using metformin
really like it’s vitamin M, thinking that it’s
of benefit in infertile women with [PCOS].
But our results are relatively dismal for
metformin, and certainly our first conclu-
sion is you should not use metformin alone
to achieve pregnancy” Body mass index
was a significant factor in pregnancy suc-
cess, with obesity lowering the live birth
rate. However, it did not alter the basic find-
ings, although there was a nonsignificant

trend toward a benefit for combination
therapy, compared with clomiphene alone,
in obese women, he said.

The most remarkable finding of the
study, according to Dr. Legro, was that fe-
cundity, defined as live births per ovulat-
ed cycle, was significantly higher in
clomiphene-treated subjects—at 9.6% in
the combined arm and 10.2% in the
clomiphene-only arm, compared with
5.1% in the metformin arm.

time, that all ovulations are not alike,” he
said. “An ovulation with clomiphene is
more fecund than an ovulation with met-
formin.” There was also a nonsignificant
trend toward an increased rate of first-
trimester pregnancy loss in the metformin
group (40%), compared with the com-
bined group (25.5%) and the clomiphene-
only group (22.6%), said Dr. Legro.
“Although this study was not powered
to detect differences in pregnancy loss

the use of metformin to prevent preg-
nancy loss,” said Dr. Legro.

Dr. Legro noted that the study did not
explore the effects of metformin for oth-
er indications in PCOS. “T do not want to
condemn metformin overall—this study
did not explore the effects of metformin
on the prevention of diabetes or hir-
sutism—but I think we just have to be a lit-
tle more cautious. If we're using it alone,
it’s probably a relatively ineffective agent

“This documents, really for the first

rates, this certainly gives us caution about

for infertility.”

Levemir is indicated for once- or twice-

daily subcutaneous administration for the
treatment of adult and pediatric patients
with type 1 diabetes mellitus or adult patients
with type 2 diabetes mellitus who require
basal (long-acting) insulin for the control of
hyperglycemia.

Important safety information

Levemir should not be diluted or mixed
with any other insulin preparations.

Levemir is contraindicated in patients
hypersensitive to insulin detemir or one
of its excipients.

Hypoglycemia is the most common
adverse effect of all insulin therapies,
including Levemir. As with other insulins,
the timing of hypoglycemic events may
differ among various insulin preparations.
Glucose monitoring is recommended for
all patients with diabetes. Any change of
insulin dose should be made cautiously
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and only under medical supervision.
Concomitant oral antidiabetes treatment
may require adjustment.

Levemir is not to be used in insulin
infusion pumps. Inadequate dosing or
discontinuation of treatment may lead to
hyperglycemia and, in patients with type 1
diabetes, diabetic ketoacidosis. Insulin may
cause sodium retention and edema,
particularly if previously poor metabolic
control is improved by intensified insulin
therapy. Dose and timing of administration
may need to be adjusted to reduce the risk
of hypoglycemia in patients being switched
to Levemir from other intermediate or long-
acting insulin preparations. The dose of
Levemir may need to be adjusted in patients
with renal or hepatic impairment.

Other adverse events commonly associated
with insulin therapy may include injection site
reactions (on average, 3% to 4% of patients

QO Reference: 1. IMS Health, IMS MIDAS [12 months ending September 2005].

Please see brief summary of Prescribing Information on adjacent page.
FlexPen and Levemir are registered trademarks of Novo Nordisk A/S.

novo nordisk”

© 2006 Novo Nordisk Inc.

131007 September 2006

in clinical trials) such as lipodystrophy, redness,
pain, itching, hives, swelling, and inflammation.
*Whether these observed differences represent
true differences in the effects of Levemir and
NPH insulin is not known, since these trials
were not blinded and the protocols (eg, diet
and exercise instructions and monitoring)
were not specifically directed at exploring
hypotheses related to weight effects of the
treatments compared. The clinical significance
of the observed differences in weight has

not been established.
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